Adverse Drug Reactions

Desensitization Protocols for Vancomycin Hypersensitivity
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OBJECTIVE: To discuss the pathophysiology of vancomycin-induced immediate hypersensitivity reactions, review the process of
vancomycin desensitization, and provide specific directions for ordering and preparing rapid and slow desensitization protocols.

DATA SOURCES: A MEDLINE search (1966—February 2001) of English-language literature pertaining to vancomycin desensitization
and hypersensitivity reactions was performed. Tertiary sources were also used.

DATA EXTRACTION: Published clinical studies and case reports.

DATA SYNTHESIS: The pathophysiology of vancomycin-induced hypersensitivity reactions is discussed along with the procedure of
vancomycin desensitization. Desensitization should be considered in Red Man syndrome (RMS) that does not respond to the usual
treatment measures, and in vancomycin-induced anaphylaxis. Rapid desensitization is preferred as it is effective in the majority of
patients and enables therapeutic dosing of vancomycin within 24 hours. In patients who fail rapid desensitization, a slow
desensitization protocol may be tried.

CONCLUSIONS: Vancomycin-induced immediate hypersensitivity reactions include RMS and anaphylaxis. Vancomycin desensitization
should be considered for severe RMS reactions not responding to usual measures and in anaphylactic reactions to vancomycin,

when substitution of another antibiotic is not feasible.
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ypersensitivity reactions to vancomycin include Red

Man syndrome (RMS) and anaphylaxis. By far the
most common hypersensitivity reaction is RMS, with stud-
ies reporting an incidence of 3.7%!?! to 47%?* in infected pa-
tients and up to 90%>3 in healthy volunteers. Anaphylactic
reactions, on the other hand, are rare but do occur. The exact
incidence of anaphylaxis is not known.* Although newer
antibiotics have become available for the treatment of [B-
lactam-resistant gram-positive infections, vancomycin re-
mains the agent of choice.’ As the rates of these resistant
infections continue to grow,’ the clinician can expect to en-
counter more patients with vancomycin-induced hypersen-
sitivity reactions. For patients with these resistant infec-
tions who experience severe RMS or who present with
anaphylaxis, vancomycin desensitization is a reasonable

Author information provided at the end of the text.
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option and can be performed successfully in the majority
of cases.

Vancomycin-Induced Hypersensitivity Reactions

Hypersensitivity reactions to vancomycin occur via two
different mechanisms. While both reactions involve mast-
cell activation, vancomycin-induced anaphylactic reactions
are mediated by immunoglobulin (Ig) E, while anaphylac-
toid reactions (i.e., RMS) are not. Although the reactions
occur through different mechanisms, in some patients the
clinical presentation may be identical.®’

RMS, the characteristic anaphylactoid reaction to van-
comycin, is dose dependent and associated with rapid infu-
sions of large doses.® RMS has been reported® in 80—90%
of healthy volunteers administered 1 g of vancomycin over
one hour. Patients being treated for infections, however,
may have a lower reaction rate and less severe RMS than

www.theannals.com



healthy volunteers or patients receiving vancomycin for
preoperative prophylaxis.” The presence of bacteria, malig-
nancy, and diabetes have all been shown to alter response
to and release of histamine.” Two studies that examined
hospitalized patients receiving treatment with vancomycin
1 g over one hour reported RMS incidences of 3.4%! and
47%.2

RMS occurs due to histamine release from mast cells
and basophils located in the skin, lung, gastrointestinal tract,
myocardium, and vascular system.*® The reaction usually
occurs with the first dose, but may occur at any time.!® Pa-
tients typically present with generalized flushing, pruritus,
and an erythematous rash; hypotension, chest pain, and
dyspnea have been reported in more severe reactions.!!
Hypotension without the appearance of a rash has also
been reported.'?!* The severity of the reaction is propor-
tional to the amount of histamine released.!

Strategies to prevent the occurrence of RMS have been
proposed. One strategy is to slow the infusion rate of van-
comycin since there is a direct correlation between the in-
fusion rate and development of RMS. In one study, in
which patients were given vancomycin prophylaxis for
elective arthroplasty, 100% of subjects who received a rapid
infusion of vancomycin (1 g over 10 min) developed a rash.
A comparison of the effect of one- and two-hour infusions
of vancomycin 1 g in 10 healthy adult male volunteers was
performed.’ Eight subjects had evidence of RMS during
the one-hour infusion while only three had signs or symp-
toms during the two-hour infusion (p < 0.05). Another op-
tion is to administer smaller doses more frequently. When
11 healthy volunteers were administered three doses of
vancomycin 1 g every 12 hours, nine subjects experienced
RMS. When administered five doses of 500 mg every six
hours, none had a reaction.?

Prophylaxis using a histamine, H, receptor antagonist
should also be used to decrease histamine release.®*'S In-
travenous diphenydramine 1 mg/kg, oral hydroxyzine 50
mg, and oral diphenhydramine 50 mg have been demon-
strated to be effective in the prevention of RMS 2415 Oral
antihistamines are as effective as the intravenous formula-
tion in ameliorating the reaction, but should be given at
least 45—60 minutes before vancomycin infusion.2*16 In-
terestingly, combining H, and H, receptor antagonists in
the treatment of vancomycin-induced RMS does not ap-
pear to provide any significant benefit in ameliorating
symptoms compared with use of H,-receptor antagonists
alone.” Although tolerance to RMS may rapidly develop,'®
it is recommended to employ the aforementioned preven-
tive measures to alleviate the patient’s discomfort with
subsequent doses. Thus, when RMS is observed, the first
step is to administer antihistamine prophylaxis and either
increase the infusion time to two hours or administer small-
er doses every six hours.*® RMS that develops despite us-
ing these measures likely represents a severe variant of the
syndrome in which the mast cells and/or basophils are
much more readily degranulated by vancomycin.'” This
patient subgroup will require desensitization if administra-
tion of vancomycin is to be continued.'!
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The second type of immediate vancomycin-induced hy-
persensitivity reaction is I[gE-mediated systemic anaphy-
laxis. In order for anaphylaxis to occur, the patient must
first become sensitized to vancomycin with production of
vancomycin-specific IgE.¢ Repeat vancomycin administra-
tion results in cross-linking of IgE receptors on the sensi-
tized mast cells, causing them to release vasoactive media-
tors such as histamine, leukotriene C,, and prostaglandin
D,.” Cytokines such as tumor necrosis factor alfa (TNF-ov),
and interleukins 4, 5, 6, 8, and 13 may amplify the reac-
tion.” The early phase of IgE-mediated reactions involves
local edema, smooth muscle contraction, vasodilatation,
and increased permeability of postcapillary venules, where-
as the late phase involves the recruitment and activation of
basophils, eosinophils, and other cell types, and may per-
sist for 48 hours.” The inflammatory cascade is life threat-
ening unless medical treatment is immediately obtained.

Epinephrine is the first-line agent used in the treatment
of anaphylaxis. Epinephrine inhibits histamine release and
antagonizes the histamine-induced vasodilation and capil-
lary permeability, thereby preventing circulatory collapse.
No studies have examined whether there is a role for pre-
medication with epinephrine during desensitization to pre-
vent anaphylaxis. However, 0.3 mL of epinephrine 1:1000
strength has been administered subcutaneously during a
desensitization procedure to alleviate mild hypotension
and oxygen desaturation, allowing the desensitization to
continue.? Antihistamines are not useful in the acute ana-
phylactic reaction as they do not reverse the effects of his-
tamine.2! However, they may be initiated to prevent the de-
velopment of late reactions such as urticaria, hypotension,
or recurrent bronchospasm.?+?2 Corticosteroids are also not
effective during an acute anaphylaxis, but may alleviate
occurrence of late reactions.? For these reasons, both anti-
histamines and corticosteroids have been used as premedi-
cations in desensitization procedures.

Although anaphylactic reactions to vancomycin are
mechanistically different from severe RMS, in some cases
the two may be clinically indistinguishable. In either in-
stance, vancomycin desensitization is recommended due to
the severity of the hypersensitivity reaction.

Skin Testing, Histamine and Tryptase Assays

Presently, there are no methods available to identify pa-
tients at risk for vancomycin-induced hypersensitivity re-
actions. Skin testing with vancomycin is likely to produce
false-positive results because it directly degranulates mast
cells on intracutaneous administration.”* Assays are avail-
able to measure histamine release as a marker of mast-cell
activation; however, they are generally used only in the re-
search setting due to the onset and elimination profile of
histamine. Histamine concentrations peak five minutes fol-
lowing the onset of an immediate hypersensitivity reaction
and decline rapidly, with a half-life of only a few minutes.*
Plasma histamine concentrations usually return to baseline
within one hour following an immediate hypersensitivity
reaction, thereby limiting their clinical utility.”
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More recent investigations have examined the use of
tryptase concentrations as a clinical indicator of mast-cell
activation.?*?” Tryptase is a protease enzyme found in se-
cretory granules of human mast cells. Mast-cell degranula-
tion results in release of tryptase into the systemic circula-
tion. B-Tryptase selectively concentrates in the secretory
granules of human mast cells?®; o-protryptase is the pre-
dominant type of tryptase in normal human serum.? Total
tryptase concentrations include both isoforms. Generally,
total tryptase concentrations increase more than 100%
and the ratio of peak total tryptase to peak B-tryptase is
>10 during immediate hypersensitivity reactions.?

One study!¢ suggests that tryptase concentrations are not
increased during vancomycin-induced anaphylactoid reac-
tions; this would allow tryptase to be used to distinguish
vancomycin-induced anaphylactoid from anaphylactic re-
actions. Unfortunately, only total tryptase concentrations
were measured in this trial and the blood samples were
collected 10 minutes after a rapid vancomycin infusion. A
major criticism of this study’s findings is that peak concen-
trations of tryptase occur one to two hours after immediate
hypersensitivity reactions and elevated concentrations of
tryptase may not be detected during the initial 15-30 min-
utes after the reaction.® Therefore, samples taken too early
may not detect an increase in tryptase concentration. Cur-
rently, tryptase concentrations can be used to assess mast-
cell involvement but cannot distinguish between anaphy-
lactic and anaphylactoid reactions.*-*? In addition, as for
histamine, measurement of tryptase concentrations are not
widely available in the clinical setting at this time.

Factors to Consider Prior to Desensitization
PENICILLIN ALLERGY

If the patient who develops vancomycin hypersensitivi-
ty is receiving vancomycin because of a reported penicillin
allergy, steps should be taken to ensure that the allergy is
accurate. Approximately 10—20% of hospitalized patients
claim a history of penicillin allergy, but studies* have shown
that many of these patients have been either incorrectly la-
beled as allergic to penicillin or have lost their sensitivity.
Sensitivity to penicillin appears to decrease by approxi-
mately 10% per year following an allergic reaction, and it
has been observed? that up to 78% of patients with previ-
ous reactions to penicillin have a negative skin test after 10
years.

Penicillin skin testing is the single most useful piece of
information to aid in assessing an individual’s potential for
an immediate hypersensitivity reaction to penicillin and
should be considered in such patients before vancomycin
desensitization.®

ALTERNATIVE ANTIBIOTICS

Before a vancomycin desensitization procedure is initi-
ated, consideration should be given to the substitution of
an alternative antibiotic, if appropriate. Quinupristin/dalfo-
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pristin is bactericidal in vitro against methicillin-resistant
Staphylococcus aureus (MRSA) and methicillin-resistant
Staphylococcus epidermidis (MRSE). Quinupristin/dalfo-
pristin has shown* effectiveness in the therapy of MRSA,
MRSE, and other coagulase-negative staphylococci infec-
tions such as bacteremia, nosocomial pneumonia, and skin
and soft tissue infection.* Unfortunately, most of the data
supporting its clinical use have come from emergency use
trials in small numbers of patients with MRSA or MRSE
infections.* Further studies are required to better catego-
rize the safety and efficacy of quinupristin/dalfopristin in
these infections and others, including bone and joint infec-
tion, catheter-related bacteremia, and endocarditis.?* Other
issues that must be addressed before using this agent in-
clude its high incidence of thrombophlebitis, which may
necessitate insertion of a central venous line; the need for
dosing every eight hours in certain infections, the potential
for drug interactions through inhibition of the CYP3A4
system, and an increased drug purchase cost.*

Linezolid is bacteriostatic in vitro against staphylococci,
including MRSA and MRSE. It is indicated for the treat-
ment of nosocomial pneumonia and skin and soft tissue in-
fections caused by MRSA. Preliminary results* examining
the efficacy of linezolid against coagulase-negative staphy-
lococcal infections have shown a positive clinical response
in 10 of 11 patients. As for quinupristin/dalfopristin, addi-
tional studies are needed before routinely using this agent
in infections in which it is not indicated. Linezolid does
have the unique advantage of step-down oral therapy in
patients requiring long-term outpatient therapy. However,
adverse reactions such as thrombocytopenia and myelo-
suppression may prevent or limit its use in certain pa-
tients.’8

Until more experience with these new agents is gained,
vancomycin remains the agent of choice in the treatment
of B-lactam-resistant gram-positive infections.® However,
quinupristin/dalfopristin or linezolid may be alternatives in
certain patients with vancomycin hypersensitivity. Consul-
tation with an infectious disease specialist is recommended
before substituting one of these agents in a patient who de-
velops vancomycin hypersensitivity. For patients in whom
vancomycin is indicated, desensitization is a feasible op-
tion and can be performed successfully in the majority of
cases.

Vancomycin Desensitization

Vancomycin desensitization is indicated in patients with
RMS that does not respond to antihistamine prophylaxis
and slowing of the infusion rate. It is also indicated in van-
comycin-induced anaphylaxis.

Vancomycin desensitization attenuates mast-cell degran-
ulation by gradually increasing serum vancomycin concen-
trations over several hours (rapid desensitization) to days
(slow desensitization).* This process eventually renders
the mast cells unresponsive to vancomycin. The vancomycin
desensitization protocols published in the literature are
summarized in Table 1.4111718204041 Geperally, a rapid de-
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sensitization protocol should be instituted initially as it will
enable therapeutic dosing of vancomycin within 24 hours.
This is obviously an advantage as these patients may be
acutely ill. Five*17204041 of the seven published case reports
support the use of rapid desensitization. These reports doc-
ument the successful desensitization of 12 patients using
rapid protocols. A rapid protocol has also been used suc-
cessfully in a hemodialysis patient.* A rapid protocol has
also been used successfully in a hemodialysis patient.* The
Lerner and Dwyer protocol is outlined in Table 2.4 Advan-
tages of this protocol are that (1) the entire desensitization
procedure can be completed in approximately four hours if
the patient is able to tolerate each infusion without requir-
ing repetition of doses, and (2) it only requires the prepara-
tion of five dilutions of vancomycin compared with others
that require up to 19 different dilutions.?

Slow desensitization should be reserved only for pa-
tients who fail a rapid desensitization protocol.!! Unfortu-
nately, it is not known what percentage of patients fail
rapid vancomycin desensitization as only successful case
reports have been documented, and the incidence of severe
hypersensitivity reactions requiring desensitization is low.
The slow desensitization protocol described by Lin is out-
lined in Table 3.1 This protocol was chosen as it has been
used successfully in a patient who failed rapid desensitiza-
tion!! and, hence, provides a documented alternative should
this situation arise.

Clinicians should be aware that mild transient hypersen-
sitivity reactions have been reported in approximately 30%
of patients during the course of a drug desensitization proce-
dure.* Most of the published case reports describe the oc-
currence of these reactions (Table 1). Mild reactions, such
as pruritus, flushing, erythema, and rash may occur during
desensitization and do not necessitate discontinuation pro-
vided that these symptoms are tolerated by the patient.

Desensitization for Vancomycin Hypersensitivity

Table 2. Rapid Vancomycin Desensitization
Protocol (Lerner and Dwyer)*

Premedication
Diphenhydramine 50 mg iv and hydrocortisone 100 mg iv 15 min-
utes prior to initiation of protocol, then g6h throughout protocol

Vancomycin Concentration
Infusion no. Dilution Dose (mg) (mg/mL)
1 1:10 000 0.02 0.0002
2 1:1000 0.20 0.002
3 1:100 2.0 0.02
4 1:10 20 0.2
5 standard 500 20

Preparation

1. Prepare a standard bag of 500 mg vancomycin in 250 mL NS or
D5W; label as infusion no. 5, vancomycin 2 mg/mL.

2. Draw up 10 mL of the standard vancomycin 2-mg/mL preparation
and place in 100-mL bag of NS or D5W; label as infusion no. 4,
vancomycin 0.2 mg/mL.

3. Draw up 10 mL of the 0.2-mg/mL solution and place in a 100-mL
bag of NS or D5W; label as infusion no. 3, vancomycin 0.02
mg/mL.

4. Draw up 10 mL of the 0.02 mg/mL solution and place in a 100-mL
bag of NS or D5W; label as infusion no. 2, vancomycin 0.002
mg/mL.

5. Draw up 10 mL of the 0.002-mg/mL solution and place in a 100-
mL bag of NS or D5W; label as infusion no. 1, vancomycin 0.0002
mg/mL.

Infusion Rate Directions

Initiate infusion rate at 0.5 mL/min (30 mL/h) and increase by 0.5
mL/min (30 mL/h) as tolerated every 5 min to a maximum rate of 5
mL/min (300 mL/h). If pruritus, hypotension, rash, or difficulty
breathing occurs, stop infusion and reinfuse the previously tolerat-
ed infusion at the highest tolerated rate. This step may be repeated
up to three times for any given concentration.

Upon completion of infusion no. 5, immediately administer the re-
quired dose of vancomycin in the usual dilution of NS or D5W over
2 h. Decrease rate if pt. becomes symptomatic or, alternatively, in-
crease rate if pt. tolerates dose. Administer diphenhydramine 50
mg po 60 min prior to each dose.

D5W = dextrose 5% in water; NS = NaCl 0.9%.

Table 1. Summary of Published Vancomycin Desensitization Protocols

Villavicencio et al. rapid desensitization
(1997)2°

Reference Protocol Premedication Reaction Outcome
Lerner and Dwyer rapid desensitization antihistamine (drug not specified), pruritus, 1 pt. successfully
(1984)4 (see Table 2) hydrocortisone 100 mg iv somnolence desensitized twice
Lin slow desensitization diphenhydramine 50 mg im g6h, mild pruritus pt. successfully com-
(1990)18 (see Table 3) ranitidine 150 mg po q12h pleted 6 wk of full-
dose therapy
Anné et al. rapid (Lerner and Dwyer protocol) diphenhydramine 50 mg im g6éh, generalized pruritus pt. failed rapid proto-

(1994)M then slow (Lin protocol) ranitidine 150 mg po q12h and severe burning col; successfully com-
sensation during rapid  pleted slow protocol
protocol; mild pruritus ~ and 3-mo full-dose
during slow protocol therapy

Wong et al. rapid desensitization various antihistamines (hydroxyzine, pruritus successful desensiti-

(1994)17 astemizole, doxepin, diphenhydramine) zation in 7 pts.

none, diphenhydramine prn for pruritus  mild pruritus, mild

desaturation therapy
Sorensen et al. rapid desensitization famotidine 20 mg iv q12h not stated successful desensiti-
(1998)40 zation in peritoneal
dialysis patient
Chopra et al. rapid (Lerner and Dwyer protocol) diphenhydramine 50 mg iv g6h, none successful desensiti-
(2000)* methylprednisolone 60 mg iv g6h zation in hemodialysis

pt. successfully com-

hypotension, oxygen pleted 5 wk full-dose

patient
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Table 3. Slow Vancomycin Desensitization Protocol (Lin)®

Premedication

throughout protocol

Diphenhydramine 50 mg iv 15 minutes prior to protocol initiation, then géh

Desensitization protocols for vancomycin-
induced RMS may be initiated on the medical
floor if the patient does not have any respirato-
ry or hemodynamic compromise during the ini-
tial reaction.’® A history of respiratory or car-
diovascular compromise necessitates the de-
sensitization be conducted in an intensive care
unit setting where intravenous access through
a central line can be established prior to the
protocol initiation. On its successful comple-
tion, persistence of the desensitized state de-
pends on the continuous presence of vanco-
mycin.* Extreme care must be taken to avoid
missing even a single vancomycin dose as this
may necessitate repeating the entire desensiti-
zation procedure.*! For this reason the desensi-

Infusion Directions

er oral antihistamine prior to each dose.

Infusion Dose Vancomycin Concentration
Day no. Provided Dose (mg) (mg/mL)
1 1 0.5 mg in 500 mL 0.5 0.001
2 2 5.0 mg in 500 mL 5.0 0.01
3 3 10 mg in 500 mL 10 0.02
4 4 50 mg in 500 mL 50 0.10
5 4 50 mg in 500 mL 50 0.10
6 5 100 mg in 500 mL 100 0.2
70 6 100 mg in 250 mL x 2 200 0.4
8 7 150 mg in 250 mL x 2 300 0.6
9 8 250 mg in 250 mL x 2 500 1.0
10 9 500 mg in 250 mL x 2 1000 2.0
11 9 500 mg in 250 mL x 2 1000 2.0
12 9 500 mg in 250 mL x 2 1000 2.0
13 10 1000 mg in 250 mL 1000 4.0

Infuse each dose over 5 h. If pruritus, hypotension, rash, or difficulty breathing
occurs, stop the infusion and reinfuse the previously tolerated infusion.

On day 14, administer the required dose of vancomycin in the usual dilution of NS
or D5W (e.g., 1000 mg in 250 mL) at a rate of 100 mL/h. Decrease rate if pt. be-
comes symptomatic or, alternatively, increase rate if pt. tolerates dose. Consid-

tization procedure must be repeated each time
a separate course of vancomycin is required.
Vancomycin trough concentrations should
also be routinely monitored in order to main-
tain a measurable vancomycin concentration
in the blood.* It is not known what minimum
concentration is required to maintain the de-

D5W = dextrose 5% in water; NS = NaCl 0.9%.
2Beginning on day 7, doses are infused consecutively.

sensitized state but maintenance of vancomy-
cin trough concentrations within the usual ther-

Concomitant administration of medications that induce
mast-cell degranulation may also lead to unsuccessful desen-
sitization (Table 4).37173342-4 These medications should be
temporarily withheld, changed to alternative agents, or given
in restricted amounts.* Opioids, in particular, have been
well documented to produce a dose-dependent mast-cell
degranulation similar to vancomycin; hence, their concur-
rent administration may produce a synergistic response. 7434
This synergy may also occur in anaphylactic, IgE-mediat-
ed reactions.!”

Table 4. Known Histamine Inducers that May Prevent
Successful Desensitization37:17:33:42-44

Antibiotics
ciprofloxacin, vancomycin

Barbiturates
Narcotic analgesics?

Neuromuscular antagonists®
quaternary amine
succinylcholine
benzylisoquinolinium compounds
atracurium, cisatracurium, doxacurium, mivacurium, tubocurarine

Propofol

Plasma expanders
dextran, polygeline (Haemaccel)

Radiocontrast agents

aFentanyl rarely induces histamine release.
bSteroidal neuromuscular antagonists cause little or no histamine re-
lease (i.e., pancuronium, pipecuronium, rocuronium, vecuronium).
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apeutic range should be sufficient.

Summary

Vancomycin desensitization should be considered for
severe RMS reactions not responding to premedication
and slower rates of infusion, and in anaphylactic reactions
to vancomycin when substitution of another antibiotic is
not feasible. We have used the rapid protocol first de-
scribed by Lerner and Dwyer*! successfully in at least six
patients in the past two years who demonstrated both se-
vere anaphylactoid and anaphylactic reactions to vanco-
mycin. Based on the published evidence and our experi-
ence, a rapid desensitization protocol should be attempted
first as most patients can be successfully desensitized using
this method. The rapid desensitization protocols also pro-
vide a therapeutic advantage in that they allow normal dos-
ing of vancomycin within 24 hours. Obviously, this is an
important practical consideration for patients who are
acutely ill and for whom alternative treatments are limited.

Lori D Wazny PharmD, Nephrology Clinical Specialist, Department
of Pharmacy and Southwestern Ontario Regional Self-Care Dialysis
Centre, London Health Sciences Centre, London, Ontario, Canada
Behnam Daghigh MD, Immunology Fellow, Division of Rheuma-
tology, Allergy, and Immunology, Virginia Commonwealth Universi-
ty and Medical College of Virginia Hospitals, Richmond, VA

Reprints: Lori D Wazny PharmD, Department of Pharmacy, Lon-
don Health Sciences Centre, 375 South St., London, Ontario, N6A
4G5, Canada, FAX 519/685-8205, E-mail Lori.Wazny @lhsc.on.ca
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EXTRACTO

oBJETIVO: Discutir la fisiopatologia de la reaccion de hipersensibilidad
inmediata inducida por vancomicina, examinar el proceso de
desensitizacion a vancomicina, y ofrecer informacion especifica para
ordenar y preparar protocolos de desensibilizacién lenta y rapida.
FUENTES DE INFORMACION: Se hizo una bisqueda de la literatura clinica
en el sistema de busqueda de informacién MEDLINE de enero de 1966
a febrero de 2001 de articulos en el idioma inglés relacionados con
reacciones de hipersensibilidad y desensibilizar a vancomicina. Se
utilizaron ademds fuentes terciarias.

EXTRACCION DE DATOS: Estudios clinicos y reporte de casos publicados
en la literatura clinica.

sinTESIs: Se discute la fisiopatologia de las reacciones de
hipersensibilidad inducidas por vancomicina al igual que el
procedimiento de desensibilizacion. El proceso de desensibilizacion
debe considerarse solo en casos en el cual se manifiesta el “sindrome del
hombre rojo” (SHR) en el cual el paciente no responde al tratamiento
usual y en casos de anafilaxis inducida por vancomicina. La
desensibilizacién rapida es preferida ya que es efectiva en la mayoria de
los casos y permite una dosificacion terapéutica de vancomicina dentro
de las siguientes 24 horas. En los casos en que la desensibilizacion
rdpida falla, se puede utilizar el protocolo de desensibilizacion lenta.

CONCLUSIONES: Las reacciones de hipersensibilidad inducidas por
vancomicina incluyen SHR y anafilaxis. La desensibilizacion a
vancomicina debe considerarse para SHR severo que no responde a las
medidas usuales y en reacciones anafildcticas a vancomicina cuando la
sustitucién por otro agente no es viable.

Jorge R Miranda Massari
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RESUME

OBJECTIF: Discuter des mécanismes impliqués dans les réactions
d’hypersensibilité de type immédiat associées a la vancomycine, réviser
le procédé de désensibilisation a la vancomycine, et fournir des
directives spécifiques pour la prescription et la préparation des
protocoles de désensibilisation lente et rapide a la vancomycine.

REVUE DE LITTERATURE: Une recherche de la documentation traitant de la
désensibilisation et des réactions d’hypersensibilité associées a la
vancomycine a été réalisée par MEDLINE (janvier 1966—février 2001).
De la documentation tertiaire a aussi été utilisée.

SELECTION DE INFORMATION: Les présentations de cas et les études
cliniques publiées.

RESUME: Les mécanismes impliqués dans les réactions d’hypersensibilité

associées a la vancomycine sont présentés de méme que le procédé de
désensibilisation. La désensibilisation devrait étre considérée chez les
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patients ayant présenté un “red man syndrome” (RMS) qui ne répond
pas aux mesures thérapeutiques habituelles et chez les patients ayant
présenté une anaphylaxie associée a la vancomycine. Une
désensibilisation rapide est préférée puisqu’elle est efficace chez une
majorité de patients et qu’elle permet 1'utilisation de doses
thérapeutiques de vancomycine a I’intérieur de 24 heures. Un protocole
de désensibilisation lente peut étre tenté€ chez les patients qui ont eu un
échec avec la désensibilisation rapide.

CONCLUSIONS: Les réactions d’hypersensibilité de type immédiat
associées a la vancomycine incluent le RMS et I’anaphylaxie. La
désensibilisation a la vancomycine devrait étre considérée pour les RMS
graves qui ne répondent pas aux mesures habituelles et lors de réactions
anaphylactiques associées a la vancomycine, quand la substitution par
un autre antibiotique n’est pas possible.

Marie Larouche
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